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03809312.X 



u m m & # 



%- 90%. 
5%-50%. 

10. *L#»# 1 tffetf Att, *t^t*^*fc4*-* fc *— 

0.2% -30%. 

12. jtJL#|*fc 11 ti&tf**., *t^t*^*fc*Jft*^#JA«^ 
2%-25%. 
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03809312.X 



a ffl m * 1? JI2/2W 



13. *MMx^'J^£. 1 *t^*Io^Mi6^i6fc*J!l 

2%-80%„ 

14. 4M**i*J4Mc. 13 ttfetf**,, &1rmWa**M*i*&iL*M. 

5%-70%„ 

17. 4^J*JM6 4Mr*,£f *Jfl4fr#20W # C0 2 &Ufcj&££&* 
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03809312.X 



u m =fi 



mi/ism 



<tf^#J flu*-* *0MK£.tt Bt « W » mfff ;t tfifc^MHfctf T fett , 

ik4W&JW-£ifcf *X^^3ffciL*bM-fA.*^ ft % Ml ft*X$l . 

*£(New Chemical Entities), &fo&MP}J^&WfL#&&7 $rft &$Lfr$L 

* & -h , $tty&M$Lft at faJ IS3 lift i*i « te;t^*Hfc$£<fefc#4r # 16 

P ft Ja.&fcfiL, &iGjtt7 

£ a jfc j$ #^ & t , j&j£f§ # ft #^L(^*J ft W 
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03809312.X 



tt m ^ m2/i5w 



-•HNMfcJt. 



i5 * - J-*/* £> 64 ft 4«&^&jM^$.# fc-filfl W a Jll&J&IHfc. * . 

20 Jt. ii##A*i.*iT^fe*fiM!t3&A "#?t^(burst effect)", 

25 Prescott W. S. Nimmo ^} "Novel drug delivery and its therapeutic 
application", J. Wiley-New York 1989, ^S.Dumitriu ^"Polysaccharides 
in medicinal applications'^. Dekker-New York 1996. 




ADKAC 
h 
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03809312.X 



tt m ^ m3/i5w 



4,160,020 t^s£# OROS ££to *^«t*^^r^^r^)#-^i*#J t #jf§4fc 

90 mg^Mt*(&#&*$4&)tf^i£#&#&:& 1300 mg, fc — ^jL^*.-f 
13 mm ##J&j£, iOL^^^ja^#^flF^*4r^*^li^. 

15 

25 |sJX.-t^^F>^^7n(3) 0 



6 



03809312.X 



A3*. 

■to n flu&iMJ it**.**. 

^*tA^"»TiMi^»'#MfcAI(l(NSAlD), :texMUM£#i* ^1**^-. 

Jfc-f-* ^MM£s^ -f^*, W***, **MM'J. 
*tMfl* methypranoloK IkftJLfL* |M7 

A*#4ttUH»/*tt*4gil, -h 

/fr**. teofilline, JUM 5 ** i&-#-3fcil#Jfc^<#p - 

#f£#, ^Ufrtfbt.-^p' - actamase #£##*J*|:*k&4£#lfc. 

^#fi£^M tf) ft: # ^•tt^4r*»'«jfa.f" # 
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03809312.X 



itt m ^ m5/i5w 



folk £L & MJ& & XL#] fcM ft , , 
#^-^7/jfe 1000 - 5000 kg /cm 2 -£ja] „ 

% 2000 - 4000000 til&*l&V&Jf#-** ^J^MMN*)* ATiMfcJft. 
f^#A4f-^.^3**4MrH#, ^-f"*^ 2000 - 4000000 

^i^^^^f^, 100-10000000 *$2MLZi*fr(PEO)» 1^^^^^.^- 

4*. ioooo - ioooooo #^£#sf> ^2Mfc, 'J>4£#3]2Mt 

io (Scleroglucan), -feh&IMt* *X*Jfc. -flLihMb*, #£JR, ifcSJft, 

#f i£^4fc £ JMfOM*)&;£*tt 1 - 90%, #,x4 5%-50%. 
JM^-T, ^JM-*.?.*.^**, T^^|S]^*(1000- 4000000) 

mfrtfr -f *J 16 $ Af #J frz&tSJim m , z,*fr*t«fcR, 

sAitm^M, & PEG ^^^^^^^Tt^^^L^i*^-^ 
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03809312.X 



tt m ^ m6/i5w 



HLB 1-2 # J=--tf->*B&, HLB -tfLifr 2-3 HLB 3-4 ^ 

iMHfc8&, HLB ^ 6-15 i# PEG —SI, HLB ^i.^ 10-17 ¥] PEG #-SI. 
5 HLB 1-2 tt-H.ih*B&. ^f^_h, HLB 4i.*&i§5, 

^jM*+-GLfl#*M>K vPW#'J> 4t7t*K 
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03809312.X 



tt m ^ m7/i5w 



^2&;fciM0#J*#-£-Tfr, /?titfc^ife^#J^**^ 0.2-30%, 
2%-25%. 

-Me. — Jl £ >Hfat T W JIM* IKfrXi* W B * 

5 ,&4l®#*# 2% - 80%, >{fcs£ 5% - 70%. 

*Lfc>ME. & #JBUi-to*J t*N* -to f , ^3: T /L W #.(SW;#:fL^-¥-tf 
/ft * ftftil^f* £ JiJftW*/**^**^^ , MLiLte T -to cr g 



10 



03809312.X 



tt m ^ m8/i5w 



&ZL„ Wto, 20W ^^t^-fe^^'J 100 * ty*X\n%\#) 100 M m 

(dumping)" StU; ^A^**J#ifc^^W#ifc^4lT«*i»A# 

— f »AJ»M ^ifrltSL^ Jt^*A*3|t># W & 

2o £ 1 : m4k- 5000 # 1 20 mg ^«fe^^4± A^ # #J 



l.a-4MfA^ 

Jfe#3t£ HC1 120. Omg 
^i^T-S^fM" (Methocel® E4M) 60.0 mg 

H# (FU) 60.0 mg 

tfJMf-*Mt- (Methocel® A4) 0.7 mg 

*i£JifS£4l4 (FU) 2.0 mg 

l£4M£(Siloyd® 244) 1.0 mg 

&-t 243.7 mg 



li 
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tt m ^ m9/i5w 
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(Methocel® E4M)^-^; ft *f4Mf ^*^^&>X>8 

*'J ;fr^^jm&4M*^^>& V *%g»*ftft6*At4MMt 15 

l.b-/f 

Htf HM£Jife4kiU£ 10.0 mm^il|M> «*J4ht'^" 243.7 mg v£'fc£& 
^ (^"^ 120 mg Jkft*^) # # ft] . 
1. c-M&^ 

i^#Bk& V4M^BM£^4fc(Eudragit* L30 D-Rohm- Pharma-D) 18. 50 % 
ifX (C. Erba, Milan, I) 5.60% 
is #r#-$L^£,gg (C. Erba, Milan, I) 1.80% 

74.10% 

&i>+ 100% 

f*l (Manesty Accela-Cota)iM "air-less" % %L 

g£^4&(Eudragit® L 30 D)1# 30%*K^>&£H&£ . 

l. c Wfctt**#*«$^>ia JLfTK^At . ft*-4L«^ 

*Mi-f 20W # CQjUUt^^ifc^^JlUt^T^r. 

mm M, 7.0 mm IS] ^-^7 

-fe7*jBtf>J^^ 100 £f>, j^Mt^lOOpm, %&&J&tf]M-J& a 



20 
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03809312.X 



% m u mio/ism 



^.J. 2, USPXXII t /&M*i&tt).#ifc 100 r. p. m.^LpH 1.0 

5 &Jfc 1 fhfMri&tfe 4UB lj ^JM¥v3U£#-& l&(Beckman)^;&-£ 236 nm 

£ -f 19.5 mm 2 )J& 7.0 mm (fa ^ -f 38.5 mm 2 ) 6^ S] tf^M^ffi . 
io ^ I 



Btfa](min) ^fc*.^#J 19. Smra^L 38. 5mm 2 -?L 

30 19.6 0.7 1.9 

60 32.8 2.4 4.0 

is 120 48.7 4.7 8.7 

240 74.2 9.1 19.8 

360 91.0 12.6 27.2 

480 100.7 16.2 34.5 

720 20.1 50.9 

20 960 28.7 64.3 

1200 42.0 78.9 



&*jL#^T«*;t#;&*ft*fc&#. ^0f§]^^T, >M*7.0 mm 03L 
25 $L$L (^g £ -f 38.5 mm 2 )>t te/k^^iM^^^ 5.0 mm BO-fLfe*. 

(Jfe £ -f 19.5 mm 2 ) # #] t^-^. 

£:&#'J 2: 5000 # 120 mg ik # ffl 
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03809312.X & HJ ^ 3I11/15K 

2. a-JMff ^i^*" 

&&&& HCI 120. Omg 

&^Jk , P4Mf'*M- (Methocel®E50) 60.0 mg 

5 (FU) 60.0 mg 

l^^^tb^^g^ (Plasdone® K30-I. S. P. ) 8.0 mg 

*&M&£k (FU) 1.0 mg 

MM£(Si!oyd® 244) 0.5 mg 

&± 249.5mg 

(Methocel® E50)«^ 15 ^Hf; iB|t^nh*«W^M$fi^a«^^^ 

15 ^*t% 

2. b-/tJH4H44» 

&vkM& % ^(Piccola-Ronchi-Milan)^i^#4-^.>^^#-h3i^^^ 
*«flUM^j5 e^tf;fr*/^M4*tt*4SL. &%fa%rXm&X& 10.0 mm 
>**l4hMr 249.5mg $£*UUft*-f 120 mg >t *) o 

20 2.c--$l&^ 

Surelease® (Colorcon® U. K) 70. 00 % 

30. 00 % 
100% 

25 >£— >Hfeil&#.it 1*1 (Manesty Accela-Cota)^ "air-less" $ i&i&ftit 

tLGMtoft, iM&SIUfy 70% Surelease^^^ffc^ . ii^kJBMMt:^ 

2. d--fe;*Jfe#J& 
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03809312.X 



1ft m U ^12/15^ 



£ # #J — '«i?*J JU£ 5. 0 mm ^ 7.0 mm DQ 



tirfSl&Mi 100 %*}\ ^^lOOMm, %iL$J9L¥ifrtiL. 
2. e-i&tfei&3£ 

#J?J 2, USP XXII t #M&i£#F) 5 100 r. p. m.^L pH 1.0 

JkS£ 1 ?Ht;#i£ifc >&,iM3 I) ^$L#^L-^^^^,(Beckman) 236 nm 

(?N ^ -f 19.5 mm 2 ) 7.0 ram(^lif 38.5 mm 2 ) 6^ @l^#J^t4Lt§j<, 
4. II T *NBMt**iMM**.. 



&II 



#J 19.5 mm 2 
0 



38.5 mm 2 
0 

3.5 
12.7 



20 



15 19.5 

30 39.4 

60 72.5 

90 93.1 

120 100.8 
180 



1.2 

3.8 

8.1 

12.6 

23.3 

38.7 

59.5 

80.5 

93.8 

97.8 

98.3 

99.4 



22.8 
32.5 
50.7 
68.4 



25 



240 



300 



88.2 



30 



360 
420 
480 
540 
600 



95.6 
96.0 
98.8 
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03809312.X 



m U ^13/15^ 



II //f^^^^^ * > fe££>t #J>£#J 2 'h 

^Lji^^LT^*^#it^|5l^il^. >jMai^A^T. AMI" 7.0 mmlSUL& 
^a^f- 38.5 mm 2 )>t^J#iS:vi-^^^ii^tb^ 5.0 mm «*Lfe*(*i 
^-f 19.5 mm 2 )Jt#'Jt^. 



Jfc^flfc^HCl 180. Omg 

^i^T -S^f^M" (Methocel® E50) 90.0 mg 

%m (FU) 90.0 mg 
fcZ*t$*lh<%-)&m (Plasdone® K30-I. S. P. ) 12.0 mg 

(FU) 4.0 mg 

tiLm&L4& (FU) 2.0 mg 

mM£(Siloyd® 244) 0.5 mg 

&± 378.5 mg 



(Methocel® E50)^ 15 MM^^WW***** 

20 stir ft *»>Jf ^ * m%mkfa%L^*k£& v 

1*1 15 ^Ht. 

3. b-/i*J 

/Mfc$M (Piccola-Ronchi-Milan)^ii^ J h^.^^#Ji^.^^^ 

A^*L»Jii&4hiL4SlO.O mm^Wi, 378.5 mg 

(-3F"f 180 mg Ak, #*jit#)#j # M . 
3. c-^&^c 
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10 



15 



20 



03809312.X & HJ ^ Jgl4/153T 

i^g^T ^j^g£^£-*&(Eudragit® L30 D-Rohm- Pharma-D) 18.50 % 
: <f& (C. Erba, Milan, I) 5.60% 
*?#g£ (C. Erba, Milan, I) 1.80% 

7 jc 74.10% 
5 &if 100% 
>£— I*) (Manesty Accela-Cota)^#] "air-less" £ 
#- £j£#/ft , & ^'^.^ 7 #Mfcg&i=- 2, 6^ ^ # ^ fl-^ *fr g£&^ 
^(Eudragit® L 30 D)# 30%7jc>£>&^H&£ . 

3. d--feU*J 

#*Hh»-t**'« 3. c ^tH^^rlM44h«4tLJft>t tf-Mtt . ^* 
— 4l«r >M *M£-f 3& 20W # co 2 JlUt-to*! * ^.^f A <tf T ^ . 
4M*J(&*)— ^^6^jE-t'^*JiL^5. 0 mmH7.0 mmlHf^ 



-fej*J 100 3fe#, >£>£^100nm, %&fr1$Ltf]M-J&. 

3. e-i£ife*M£ 

&-kP-L$Z&&] 3. c sfp 3.d ^fi^^^^^J^^#it^^, ?P^#J;H7#& 

#Jfl ^12, USPXXII t ft&itiLiit}), #ii 100 r. p. m.^LpH 1.0 

1 fh#^^*>^.^ il W^(Beckman) 236 nm 

3t, fcLfc-feja rt^^k*Btf^tffe#JjMfc^#il&, 5.0 
mmtfS ^ -f 19.5 mm 2 )!, 7.0 mm(^B ^ -J" 38,5 mm 2 )^ IS) ^ 6^^4ti5j o 
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03809312.X 



n m 15 SI15/15W 



^ III 

Btfa](min) #&#*##J 19. 5mm 



38. 5 mm 2 * I 



60 44.3 5.5 

120 77.9 15.1 

180 98.8 24.6 

240 99.6 38.0 

300 99.8 50.8 

360 100. 2 66.0 

420 101.0 77.2 

480 101.0 87.0 

600 101.0 100.1 



10.2 
23.8 
40.1 
57.9 



72.0 
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85.3 
93.0 



98.8 
100.3 



>Mt III /^tf^^Mrtb, JMM^felft 3-4 <h 

is A. &^Ji^^LT^*^.#it^|5j^il^-. ^UlsJA^T, 7.0 mm 

H]3l&^ £ -f 38.5 mm 2 )>t ^J^^t^'tiA^^il^tb^ 5.0 mm SJ-JL 
£ -f 19.5 mm 2 ) J* #] *#4Uft**4f^*JLW H . 
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i# m =& m m 
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